The prokinetic cisapride, an important therapeutic option in functional gastrointestinal (GI) disorders, was withdrawn from the market 15 years ago due to rare severe side effects. Likewise in 2014, the use of metoclopramide (MCP) and domperidone in functional GI disorders (FGID) was restricted, consequently leaving a therapeutic gap in clinical practice. A systematic review revealed that the herbal medicinal product (HMP) STW 5 presents a therapeutic option equivalent to MCP and cisapride. STW 5 is the only HMP for which efficacy has been shown in randomized controlled clinical trials (RCTs) in func- 
Introduction
Prokinetic drugs such as metoclopramide (MCP) and domperidone were important drugs in the treatment of functional gastrointestinal disorders (FGID). However, this prokinetic approach was questioned when the prokinetic drug cisapride, formerly a standard treatment, was withdrawn from the market in 2000 due to rare cardiac side effects.
In 2014, new restrictions were released by the European Medicines Agency (EMA) and numerous national regulatory authorities such as the Austrian AGES or the German BfArM, after FDA had been issuing a black box warning restricting the use of MCP due to the risk of rare extrapyramidal side effects.
Within the European Union, MCP is presently no longer authorized for the treatment of chronic conditions such as dyspepsia and gastroesophageal reflux diseases. The same applies to domperidone, due to rare cardiac side effects.
This requires revising clinical data in order to identify alternative treatments for these diseases. Asso- Records "domperidone and clinical trial" in Medline n = 315
Records "cisapride and clinical trial" in Medline n = 413
ComparaƟve studies with HMP n = 3
ComparaƟve studies with HMP n = 6
IndicaƟon FD or IBS n = 0
IndicaƟon FD or IBS n = 2
IndicaƟon FD or IBS n = 3
Pooled studies from Medline search n = 5
Studies retrieved by hand searching n = 2
Pooled studies from Medline and hand searching n = 7 n o i t a c i f i t n e d I
Elegibility
Included ciated with a long history, especially herbal medicinal products (HMPs) are widely used for FGID including functional dyspepsia (FD) and irritable bowel syndrome (IBS), with a proven favorable safety profile. The question is whether there are HMPs available for which, on the one hand, therapeutic equivalence to MCP, domperidone, or cisapride has been shown, and which, on the other hand, are likewise effective in both FD and IBS, as efficacy in both syndromes is, due to their frequent overlap, an important therapeutic advantage. In addition, these products should have a well-proven and a favorable safety profile.
Materials and methods
To find such treatments, a systematic literature review was conducted, in accordance with the PRISMA statement, to identify HMPs, for which a therapeutic efficacy comparable to MCP, domperidone, or cisapride in FD or IBS has been shown ( Fig. 1) . A database search was conducted in PubMed, limited to clinical trials, with the terms metoclopramide, domperidone, or cisapride. As herbal medicinal products cannot be reliably retrieved by a MeSH term, the hits were analyzed by hand, and all clinical studies comparing one of these three prokinetic drugs with a HMP in the indications FD or IBS were identified. The search was complemented by cross referencing and hand searching to assure completeness. In a further step, substances identified by the literature review were checked to determine whether there are clinical trials showing efficacy in both FD and IBS. Given this, the efficacy and the safety profile of the respective HMP, which is also based on postmarketing surveillance data and the mechanisms of action were presented, in comparison to those of the prokinetics.
Results
As is known, the vast majority of patients with FD also has IBS [1] . Therefore, an effective treatment for FD suitable to replace the prokinetics should have clinically proven efficacy in both FD and IBS. Thus, the comparability to prokinetics alone is not sufficient to qualify a medicinal product as suitable to close the therapeutic gap left by these products. Also the efficacy in IBS needs to be proven.
Evaluation of comparison studies of prokinetics and HMPs: clinical studies for FD and IBS
Seven comparative studies showing equivalence of HMPs with MCP, domperidone, or cisapride were identified via Medline (Fig. 1) . In three studies, the HMP tested was a herbal combination medicine, STW 5 (Iberogast ® ). One study was identified for STW 5-II, a research combination.
One study each was also identified for a combination preparation from caraway oil and peppermint oil, for the Japanese combination preparation rikkunshito, and for the Chinese combinations hewei xiaopi capsule and sinisan (Table 1) . For these three latter products the additional efficacy in IBS is not proven; therefore, they have not been pursued further in this review.
Searching for routine postmarketing surveillance data on safety in a next step, such data could be identified only for STW 5, but not for STW 5-II; thus, the presentation of data on safety and efficacy, on the mechanisms of action, focuses on STW 5.
Clinical efficacy and safety
For STW 5, a herbal combination containing, among other herbal drug extracts, the fresh herbal extract of bitter candytuft (Iberis amara L) [2] , three studies on FGID were identified.
The first study, a single blind multicenter study with MCP liquid versus STW 5 was conducted in 77 patients with FGID, who complained at least three of the following symptoms: pressure or pain in the epigastrium, stomach cramps, feeling of fullness, eructation, nausea, urge to vomit, heartburn, or inappetence. Examination was conducted before starting therapy and on days 3, 7, and 14, and showed significant improvements of the validated gastrointestinal symptom score (GIS) against baseline in both groups. More than 50% of patients were free of symptoms after 14 days in both groups. There were no significant differences of clinical efficacy ( [3] . b Significantly higher percentage of symptom-free patients with STW 5 vs. MCP (*p ≤ 0.05) in a retrospective surveillance study [4] . c Significant improvement of GIS (gastrointestinal symptom score) in a RCT (p < 0.001), demonstrating noninferiority of STW 5 vs. cisapride (*p ≤ 0.05; [6] )
In a second study, a retrolective, multicenter epidemiological postmarketing surveillance study, MCP and STW 5 were compared in routine clinical practice (n = 960) [4] . Before inclusion into analysis, patients should have suffered from at least three of ten symptoms of the GIS [5] . The main outcome variable was the improvement of GIS, changes of single symptoms, time until complete symptom relief, investigators' judgement of efficacy and tolerability, duration of inability to work, and occurrence of adverse effects as secondary parameters. The proportion of symptomfree patients after treatment was significantly higher in STW 5 than MCP (72.6% vs. 62.8%) while the median treatment duration was almost equal. Also the extent of single symptom improvement and the median duration of inability to work were significantly different in favor of STW5, as well as the physician's assessment of tolerability. Adverse drug reactions were documented only for MCP. The study confirmed the findings from prospective trials which showed STW 5 being effective and an appropriate alternative to the prokinetics.
In a third study, a double blind, double dummy randomized controlled clinical trial (RCTs) of high quality (Table 1) , STW 5 and cisapride were compared in patients with dysmotility type of functional dyspepsia (61 patients per group). The primary endpoint was the improvement of the GIS after 4 weeks; efficacy and tolerability assessments, recurrence and safety parameters were the secondary endpoints. In all, 43 (STW 5) and 45 (cisapride) patients were included in the confirmatory analysis which showed noninferiority for STW 5 and no significant differences for the secondary endpoints, while there was a trend towards superior tolerability of STW 5. Thus, STW 5 showed comparability with cisapride [6] and indirectly also to MCP, because the comparable efficacy of MCP and cisapride in FGID has been proven in a high quality study [7] .
The literature search for studies on the efficacy of STW 5 in IBS, revealed a double blind RCT [8, 9] . STW 5 (n = 51) and placebo (n = 52) were compared over 4 weeks. The main outcome variables were the change in total abdominal pain and the IBS symptom score. STW 5 was significantly superior to placebo in reducing the total abdominal pain score and the IBS symptom score after 4 weeks, likewise in the diarrhea or constipation dominant or alternating type of IBS. These results are supported by a non-interventional study (NIS) [9] .
The search for further efficacy and safety data for STW 5 identified, among others, NIS and surveillances in more than 50,000 patients [10] , also including children of all age groups [11, 12] and routine pharmacovigilance data from therapeutic use in roughly more than 70 million patients since its introduction to the market in 1960 [10, 13] . Accordingly, the safety profile of STW 5 is very benign [10, 13] and by far superior compared to that of MCP or domperidone. This can be shown by comparison of the relevant contents of the summaries of product characteristics (Table 2) .
Pharmacological mechanisms -multitarget action
The prokinetic MCP was shown to possess agonistic activities at serotonergic 5-HT4 and muscarinic acetylcholine (ACh) receptors as well as antagonistic effects at dopaminergic D2 and 5-HT3 receptors, while domperidone shows antagonistic activities at D2 receptors. Cisapride, on the other hand, is agonistic at 
Duration of use
Basically, there is no restriction of the duration of use. The duration of use is determined by the form, severity and course of the disease
The maximum recommended duration of use is 5 days
As a rule, the maximum duration of use should not exceed one week the 5-HT4 receptor, resulting in a tonificating prokinetic effect [14] [15] [16] . For STW 5, several mechanisms (Fig. 3 ) have been identified in preclinical studies [17] . The primary studies [18] identified a dual mechanism of action on gastrointestinal motility, with a spasmolytic effect on ACh-induced contractions and a tonificating effect in the relaxed state. This has been confirmed in different pharmacological models [19, 20] and in human isolated intestinal segments [21] as well as in inflamed intestinal tissue in vitro and in vivo [22] [23] [24] .
Contraindication
In the stomach, a region specific action was reported in vitro, based on an inhibition of Ca 2+ influx via store-operated channels (SOC) in the gastric fundus and on a stimulation of Ca 2+ influx via L-type Ca 2+ channels in the antrum [25] . The rapid and region-specific action has been confirmed in a human study in vivo [26] . In the lower esophageal sphincter, a tonificating action mediated by L-type Ca 2+ channels was identified in vitro [21] . The components of the herbal combination STW 5 have been shown to act synergistically in pharmacological studies [27] .
Discussion
In recent years, for the prokinetics, despite of their apparently selective and specific action on receptors relevant for gastrointestinal function, severe central nervous or cardiac side effects have shown up. The safety profile of herbal medicinal products with their broad spectrum of pharmacologically active constituents obviously is by far superior. The question 164 K main topic [14-17, 21, 30] whether they are also equally effective and therefore a suitable substitute for the prokinetics in both FD and IBS may be answered positively at least for STW 5 considering the clinical studies comparing the effects of STW 5 versus MCP and cisapride, the proven efficacy in both FD and IBS, and the lack of severe side effects demonstrated in interventional and noninterventional studies and also in broad routine clinical use. Altogether, efficacy of STW 5 has been documented according to the recommendations of evidence-based medicine [28, 29] . The pharmacological data, addressing multiple pharmacological mechanisms relevant in the etiology of FGID, indicate a multitarget action, supplying a valid explanation for the clinical efficacy.
Conclusion
The clinical studies comparing STW 5 with cisapride and MCP, and further clinical studies on FD and IBS clearly demonstrate its efficacy in FGID. The clinical data qualify STW 5 as a substitute for the prokinetics, which are no longer authorised for the treatment of FGID. In vitro and in vivo as well as human studies demonstrate spasmolytic as well as tonificating, prokinetic and anti-inflammatory effects which are in line with the reported clinical outcomes. The effects described are based on the multitarget action of the multitude of constituents of STW 5. In contrast to the prokinetics, which, despite of their apparent selectivity, have turned out to have specific severe adverse effects in rare cases, STW 5 has a favorable safety profile. Thus, for the treatment of FGID, STW 5 was identified as a treatment with a clinical efficacy comparable to prokinetics, especially MCP and cisapride, but with a superior safety profile and without limitations of the duration of treatment. It presents an effective and safe treatment option for patients with both FD and IBS. 
